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We understand the worry about unfounded vaccine scares raised
by Head and colleagues in relation to the debate around HPV
vaccines'. However, we would like to highlight some broader
perspectives, correct some misunderstandings, as well as point to
missing information and the possible implications of their
criticisms.

First, it is important to make clear that the publications criticised
by Head and colleagues' and the European Medicines Agency
(EMA)? do not claim a causal link between the HPV vaccines and
neurological symptoms®*. The publications by Brinth and
colleagues state that their observational data do not provide
evidence of causality but are hypothesis generating®*. Our
complaint to the EU Ombudsman does not claim that such a
link has been established”. We complained about what we see as
the lack of fairness, reproducibility and transparency of the EMA
processes, and we expressed our concerns regarding the handling
by EMA of an official report from the Danish Health and Medicines
Authority (DHMA) about possible harms of the HPV vaccines and
the EMA’s handling of conflicts of interest’. This is highlighted on
the first page of our complaint®.

Head et al. indicate that the report from the DHMA was based
solely on the observational studies published by Brinth and
colleagues'. However, the Uppsala Monitoring Centre (UMC)
supported the suspicion that specific neurological symptoms in
reports of adverse events after HPV vaccination might be caused
by the vaccine®®. Because of the strength of this suspicion, the
Danish authorities acted as required and asked the EMA to review
the evidence. EMA concluded that there was no convincing
evidence of harms’.

We do not feel the EMA’s Pharmacovigilance Risk Assessment
Committee (PRAC) conducted ‘a detailed and wide-ranging review
of the evidence’ as claimed by Head and colleagues'. The PRAC
asked 5 questions to the ‘market authorisation holders (MAH)’ (i.e.
the pharmaceutical companies). The MAHs then performed the
evidence review, which included a review of clinical trial data and
of passively collected surveillance data. An observed versus
expected statistical analysis, based upon spontaneously collected
data, was also performed by the MAHs. These formed the basis for
the conclusions of the PRAC?. We find this practice unsatisfactory,
as it is well known that there is a large amount of under-reporting
of adverse events into passive surveillance systems®.

When the DHMA in 2014 asked Sanofi Pasteur MSD to review its
database for potential adverse effects of its HPV vaccine, the head
of unit of at the DHMA noted that ‘The company had made some
searches and arranged them in such a way that the Danish filed
reports were practically not included, and that is no good, as the
Danish reports of POTS were well reported and diagnosed at a
specialised clinic. Therefore, they needed to be included”. Similar
concerns were raised by the DHMA regarding the overall methods
and searches used by the MAHs to answer the EMA’s PRAC
questions'®. There is no mention of these concerns in the official
EMA report and the search string was not available either®. We will
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share the correspondence between the DHMA and the EMA
regarding this upon request.

One of our criticisms was that the search strings used by the
MAHs for the EMA report are not available for scrutiny®. In
addition, the EMA report did not include epidemiological data on
the association between HPV vaccines and cases of complex
regional pain syndrome (CRPS) and postural orthostatic tachycar-
dia syndrome (POTS) and there was no proposal or recommenda-
tion by either the EMA or the MAHs to collect or obtain such
data®'".

The review and conclusions of the EMA have not resulted in a
renewed confidence in the HPV vaccination programme in
Denmark, where vaccine coverage dropped below 25%, down
from 90% coverage 5 earlier'?. This case highlights the general
problem of lack of transparency that is caused by allowing
pharmaceutical companies to assess whether their products cause
adverse effects.

Our complaints to the EMA and to the EU Ombudsman were
drafted by the director of the Nordic Cochrane Centre and we
therefore used the Centre’s letterhead (which is different from the
one used by Cochrane centrally). It is clearly stated on the first
page of our complaint that it is from all of us®.

We must openly discuss suspected harms of any intervention in
healthcare, including vaccines, without comparisons to the
Wakefield scandal or ‘anti-vaccine’ groups'. If we refute suspicions
of vaccine harms without sufficient evidence, we close the door to
important improvements in vaccine safety and jeopardise the
trustworthiness of our profession. The case of the Pandemrix
influenza vaccine has taught us that vaccines may be associated
with rare, unexpected, serious neurological harms in certain
subpopulations'>™'®, The implications of criticism from colleagues
and health authorities against those who raise suspicions about
vaccine harms might prevent healthcare professionals from going
public or to authorities with well-founded concerns about possible
harms in the future, not just about vaccines—which is worrying
for healthcare in general.
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